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PRELIMINARY AMENDMENT 



Commissioner of Patents 
Washington, D.C. 20231 

Sir: 

Applicant respectfully submits this Preliminary Amendment in the above-referenced case. 
Consideration of this case in view of the amendment made herein is respectfully requested. 



AMENDMENT 

In the Specification : 

Please amend the specification as follows: 

At page 1, line 6 ? please insert the following paragraph: 
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--This application is a continuation of co-pending international application number 
PCT/US99/28206 filed 29 November 1999, which claims priority to U.S. application serial 
number 60/1 1 1,428 filed 8 December 1998.— 

In the Claims : 

Please replace claims 3, 4, 8, and 9 with the following amended claims: 

3. The method of claim 1 , further comprising providing a diagnosis of tamoxifen-sensitive 
or tamoxifen-resistant breast cancer. 

4. The method of claim 1, further comprising providing a prediction of the existence or 
development of tamoxifen-resistant breast cancer. 

8. The method of claim 6, further comprising providing a diagnosis of tamoxifen-sensitive 
or tamoxifen-resistant breast cancer. 

9. The method of claim 6, further comprising providing a prediction for likelihood of 
development of tamoxifen-resistant breast cancer and subsequent patient survival. 



REMARKS 

The specification has been amended to recite the priority data and to amend claims 3, 4, 
8, and 9 of the prior application to remove the multiple dependencies. For the convenience of the 
Examiner, a marked-up version of the amended claims is attached hereto as Appendix A, and a 
clean set of all the pending claims is attached hereto as Appendix B. 
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The filing fee has been calculated after amendment of the claims by the preliminary 
amendment. Should any additional fees under 37 C.F.R. §§ 1.16 to 1.21 be required, the 
Assistant Commissioner is hereby authorized to deduct said fees from Fulbright & Jaworski 
Deposit Account No. 50- 1 2 1 2/1 00 1 90 1 6/MB W. 



Respectfully submitted, 




Reg. No. 37,259 

FULBRIGHT & JAWORSKI L.L.P. Attorney for Applicant 

600 Congress Avenue, Suite 2400 

Austin, Texas 78701 

512.536.3035 

Date: June 8, 2001 
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APPENDIX A 
Amended Claims 



3. The method of claim[s] 1[ or 2], further comprising providing a diagnosis of tamoxifen- 
sensitive or tamoxifen-resistant breast cancer. 

4. The method of claim[s] 1[ or 2], further comprising providing a prediction of the 
existence or development of tamoxifen-resistant breast cancer. 

8. The method of claim 6[ or 7], further comprising providing a diagnosis of tamoxifen- 
sensitive or tamoxifen-resistant breast cancer. 

9. The method of claim 6[ or 7], further comprising providing a prediction for likelihood of 
development of tamoxifen-resistant breast cancer and subsequent patient survival. 
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APPENDIX B 
Pending Claims 



1. A method for detecting tamoxifen-resistant breast cancer cells, comprising: 

a) obtaining a sample suspected of containing tamoxifen-resistant breast cancer 

cells; 

b) contacting said sample with an antibody that specifically binds to a polypeptide 

selected from the group consisting of tyrosine protein kinase receptor (TIE-2), 
endothelin-1 receptor (EDNRA), transforming growth factor p3 (TGFp3), 
transforming growth factor receptor pill (TGFRpIII), vascular permeability 
factor receptor (VEGFR1), vascular endothelin growth factor (VEGF) and 
basic fibroblast growth factor receptor (bFGFR), under conditions effective to 
bind said antibody and form a complex; 

c) measuring the amount of said polypeptide present in said sample by quantitating 

the amount of said complex; and 

d) comparing the amount of polypeptide present in said sample with the amount of 

polypeptide in estrogen-stimulated, tamoxifen-sensitive and tamoxifen- 
resistant breast cancer cells, wherein an increase in the amount of TIE-2, 
EDNRA, TGFp3, TGFRpIII, VEGF or VEGFR1 polypeptide or a decrease in 
the amount of bFGFR polypeptide in said sample compared with the amount 
in estrogen-stimulated or tamoxifen-sensitive breast cancer cells indicates the 
presence of tamoxifen-resistant breast cancer cells. 



2. The method of claim 1, further comprising: 

a) measuring the amounts of two or more polypeptides selected from the group 

consisting of TIE-2, EDNRA, TGFp3, TGFRpIII, VEGFR1, VEGF and 
bFGFR; and 

b) for each polypeptide, comparing the amount of said polypeptide present in said 

sample with the amount of the same polypeptide present in estrogen- 
stimulated, tamoxifen-sensitive and tamoxifen-resistant breast cancer cells. 
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3. The method of claim 1, further comprising providing a diagnosis of tamoxifen-sensitive 
or tamoxifen-resistant breast cancer. 

4. The method of claim 1, further comprising providing a prediction of the existence or 
development of tamoxifen-resistant breast cancer. 

5. A method of determining survival for an individual with breast cancer, comprising 
determining the levels of TIE-2, EDNRA, TGFp3, TGFRpIII, VEGFR1, VEGF or bFGFR 
polypeptide in a breast cancer tissue sample from said individual, wherein the presence of 
elevated levels of TIE-2, EDNRA, TGFp3, TGFRpIII, VEGF or VEGFR1 polypeptide or 
decreased levels of bFGFR polypeptide in said tissue sample relative to estrogen-stimulated or 
tamoxifen sensitive breast cancer samples is associated with a decreased survival of the 
individual. 

6. A method for detecting tamoxifen-resistant breast cancer cells, comprising: 

a) isolating a nucleic acid from a sample suspected of containing tamoxifen-resistant 

breast cancer cells; 

b) contacting said nucleic acid with a pair of primers effective to amplify the nucleic 

acid sequences of TIE-2, EDNRA, TGFP3, TGFRpIII, VEGFR1, VEGF or 
bFGFR; 

c) amplifying said nucleic acid using said primers to form an amplification product; 

d) quantitating the amount of said amplification product formed; and 

e) comparing the amount of said amplification product formed from said sample 

with the amount of amplification product formed under identical conditions 
from estrogen-stimulated, tamoxifen-sensitive and tamoxifen-resistant breast 
cancer cells, wherein a difference in the amount of said amplification product 
formed from said sample compared with the amount formed from estrogen- 
stimulated or tamoxifen-sensitive breast cancer cells indicates the presence of 
tamoxifen-resistant breast cancer cells. 
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7. The method of claim 6, further comprising: 

a) measuring the amount of two or more amplification products using primers 

effective to amplify the nucleic acid sequences of TIE-2, EDNRA, TGF|33, 
TGFRpIII, VEGFR1, VEGF or bFGFR; and 

b) for each amplification product, comparing the amount of amplification product 

formed from said sample with the amount of amplification product formed 
from estrogen-stimulated, tamoxifen-sensitive and tamoxifen-resistant breast 
cancer cells. 

8. The method of claim 6, further comprising providing a diagnosis of tamoxifen-sensitive 
or tamoxifen-resistant breast cancer. 

9. The method of claim 6, further comprising providing a prediction for likelihood of 
development of tamoxifen-resistant breast cancer and subsequent patient survival. 

10. A method of determining survival for an individual with breast cancer, comprising 
determining the levels of TIE-2, EDNRA, TGFp3, TGFRpIII, VEGFR1, VEGF or bFGFR 
amplification product formed from a breast cancer tissue sample from said individual, wherein 
the presence of elevated levels of TIE-2, EDNRA, TGFp3, TGFRpIII, VEGF or VEGFR1 
amplification product or decreased levels of bFGFR amplification product formed from said 
tissue sample compared with estrogen- stimulated or tamoxifen-sensitive breast cancer cells is 
associated with a decreased survival of the individual. 

11. A method for altering the phenotype of a breast cancer cell comprising contacting the cell 
with (i) a gene selected from the group consisting of TIE-2, EDNRA, TGFp3, TGFRpiII, 
VEGFR1, VEGF and bFGFR and (ii) a promoter active in said cancer cell, wherein said 
promoter is operably linked to the region encoding said gene, under conditions effective for the 
uptake and expression of said gene by said breast cancer cell 
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12. A method for treating breast cancer, comprising: 

a) providing an effective amount of an antiangiogenic agent; and 

b) providing an effective amount of tamoxifen. 

13. The method of claim 12, wherein the antiangiogenic agent is selected from the group 
consisting of AGM-1470 (TNP-470), platelet factor 4 and angiostatin. 

14. A method for treating breast cancer, comprising: 

a) providing an effective amount of an antisense construct containing a gene selected 

from the group consisting of TIE-2, EDNRA, TGFp3, TGFRpIII, VEGF and 
VEGFR1 under conditions allowing for the uptake and expression of said 
construct by said breast cancer; and 

b) providing an effective amount of tamoxifen. 

15. A method for treating breast cancer, comprising: 

a) providing an effective amount of an expression construct containing a gene 

encoding bFGFR under conditions allowing for the uptake and expression of 
said construct by said breast cancer; and 

b) providing an effective amount of tamoxifen. 

16. A kit comprising: 

a) one or more antibodies that specifically bind to TIE-2, EDNRA, TGF|33, 

TGFRpin, VEGFR1, VEGF or bFGFR polypeptide; and 

b) a container for each of said antibodies. 

17. A kit comprising: 

a) one or more pairs of primers effective to amplify the nucleic acid sequences of 

messenger RNAs encoded by TIE-2, EDNRA, TGFp3, TGFRpIII, VEGFR1, 
VEGF or bFGFR; and 

b) a container for each of said primers. 
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18. A method of detecting markers for tamoxifen-resistant breast cancer, comprising: 

a) isolating nucleic acids from samples of estrogen-stimulated, tamoxifen-sensitive 

and tamoxifen-resistant breast cancers; 

b) converting messenger RNAs to cDNAs; 

c) screening the cDNA species with a human cDNA expression array; and 

d) identifying cDNA species that are differentially expressed in tamoxifen resistant 

breast cancers versus estrogen-stimulated or tamoxifen sensitive breast 
cancers, wherein differential expression indicates a marker for tamoxifen- 
resistant breast cancer. 

19. A pharmaceutical composition comprising two or more nucleic acids selected from the 
group consisting of TIE-2, EDNRA, TGF[33, TGFRpIII, VEGFR1, VEGF and bFGFR. 

20. The composition of claim 19, wherein said nucleic acids are in the form of vectors. 

21 . A pharmaceutical composition comprising two or more polypeptides selected from the 
group consisting of TIE-2, EDNRA, TGFp3, TGFRpIII, VEGFR1, VEGF and bFGFR. 
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